Materials and methods
Thirty institutionalized patients were recruited from Continuing Care wards on four different hospital sites in Cardiff, South Wales. These inpatients were dependent for activities of daily living, many were cognitively impaired and all met United Kingdom National Health Service Continuing Care criteria for ongoing nursing and medical needs [19] . Forty community-dwelling patients with a history of falls referred to Day Hospital for rehabilitation and 40 independent age-matched controls recruited from poster advertisements were also studied. These patients were defined, respectively, as dependent, intermediate and independent on a functional frailty spectrum [20] [21] [22] .
Frailty indicators were measured in all subjects by a single observer (REH) 
Results
One hundred 10 patients were recruited [28] . Forty [34] . In this study, a Frailty Index was constructed from 30 variables and though 40 are recommended [27] , Frailty Indices have been constructed using as few as 20 variables [35] .
As with other cross-sectional studies [9, 10] , the association between frailty and inflammation provides no insights into causality. Inflammation may be part of the driving force towards disability. Increased levels of IL-6 have been linked to physical decline and disability [36, 37] , and the development of age-related conditions such as dementia, Parkinson's disease, atherosclerosis and type 2 diabetes is associated with elevated levels of inflammatory mediators [38] . Furthermore, the association of inflammation with obesity, smoking and physical inactivity may constitute a link between life-style factors and frailty development [39] .
Alternatively, inflammation may be a compensatory response. Some genotypes are associated with increased production of certain cytokines [40] . A direct link between such genotypes and frailty development or mortality would support a direct pathogenetic role of inflammatory mediators. To date, no such link has been established and the evidence regarding polymorphisms and longevity is conflicting [39] . One of the main functions of IL-6 is self-limiting inflammation [41] . Thus, elevated levels of IL-6 in frailty may be aimed at resolving an inflammatory response [42] initially triggered by viral antigens such as cytomegalovirus [43] or other sub-clinical disease such as asymptomatic bacteriuria [44] .
Thirdly, inflammation may be an epi-phenomenon, merely a marker of the key causal mechanism. Excessive and unopposed oxidative stress may be the core mechanism leading to ageassociated frailty [42] . Oxidative damage accumulates with age 
